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LI ANSWER 1 OF 18 CA COPYRIGHT 2006 ACS on STN 
AN 144:404381 CA 

AB The invention discloses salts and compns . of isophosphoramide mustard and 
isophosphoramide mustard analogs. In one embodiment the salts can be 
represented by the formula A+--OP(=0) (NHCH2CH2Y) NHCH2CH2X (A+ = 
ammonium species selected from protonated (conjugate acid) or 

quaternary forms of aliphatic amines and aromatic amines, including basic amino 
acids, heterocyclic amines, substituted and unsubstituted pyridines, 
guanidines and amidines; X, Y = leaving group) . Also disclosed are 
methods for making such compds . and formulating pharmaceutical compns. 
thereof. Methods for administering the disclosed compds. to subjects, 
particularly to treat hyperprol iterative disorders, also are disclosed. 

LI ANSWER 2 OF 18 CA COPYRIGHT 2006 ACS on STN 
AN 144:338265 CA 

AB The invention concerns an expandable and contractable catheter with 

balloon that is provided with contrast agents and optionally with drugs. 
Contrast agents for computer tomog., nuclear magnetic tomog. or ultrasound 
imaging can be applied. Contrast agents contain barium, iodine, 
manganese, iron, lanthanum, cerium, praseodymium, neodymium, samarium, 
europium, gadolinium, terbium, dysprosium, holmium, erbium, thulium, 
ytterbium and/or lutetium. Drugs are selected from the group of 
antiproliferative, anti- inflammatory, anti -phlogistic, cytostatic, 
cytotoxic and/or antithrombotic active substances. The invention concerns 
also concerns a method for introducing the contrast agents and drugs into 
the catheter and balloon by (a) placing the medical good in a vacuum 
chamber; (b) preparing of solns. with contrast agent and/or drug and placing 
it into cavities of the chamber; (c) applying vacuum; (d) nebulizing the 
solution using ultrasound and directing it onto the medical good for coating; 
(e) airing the chamber and removing the coated medical good. 

LI ANSWER 3 OF 18 CA COPYRIGHT 2 006 ACS on STN 
AN 143:422204 CA 

AB The invention relates to a new synthetic process for the production of key 
intermediates useful in the synthesis of epothilones or 

epothilone derivs. I [Rl = H, Me; R2 = heterocycle containing radical; R3 = H, 
alkyl] , to certain compds. used to produce these key intermediates and to 



a process to produce said compds . The intermediates used are alkynes II 
[R = H, (un) substituded alkyl; XI = an oxygen protecting group] and III. 
The process for the preparation of intermediates IV comprises: (i) reaction of 
alkynol derivative V with RCHO in the presence of base to give III; (ii) 
oxidation of III to give II; and (iii) reduction of II to give IV. 
Alternatively, IV can be prepared via: (i) reaction of alkynol derivative V 

with 

RCOX (X = leaving group) to give II; and (ii) reduction of II to give IV. 

LI ANSWER 4 OF 18 CA COPYRIGHT 2 006 ACS on STN 
AN 143:311972 CA 

AB Nanocells allow the sequential delivery of two different therapeutic 

agents with different modes of action or different pharmacokinetics. A 
nanocell is formed by encapsulating a nanocore with a first agent inside a 
lipid vesicle containing a second agent. The agent in the outer lipid 
compartment is released first and may exert its effect before the agent in 
the nanocore is released. The nanocell delivery system may be formulated 
in pharmaceutical composition for delivery to patients suffering from diseases 
such as cancer, inflammatory diseases such as asthma, autoimmune diseases 
such as rheumatoid arthritis, infectious diseases, and neurol . diseases 
such as epilepsy. In treating cancer, a traditional antineoplastic agent 
is contained in the outer lipid vesicle of the nanocell, and an 
antiangiogenic agent is loaded into the nanocore. This arrangement allows 
the antineoplastic agent to be released first and delivered to the tumor 
before the tumor's blood supply is cut off by the antiangiogenic agent. A 
conjugate of lactide-glycolide copolymer and doxorubicin was 
prepared, nanocores prepared containing this conjugate, and a 
phospholipid matrix surrounded this nanocore. 

LI ANSWER 5 OF 18 CA COPYRIGHT 2 006 ACS on STN 
AN 143:254027 CA 

AB The present invention provides a conjugate comprising a 

chemotherapeutic agent (such as an antitumor drug) conjugated to a water 
soluble polyamino acid polymer, wherein the water soluble polyamino acid 

polymer 

is conjugated to a hydrophilic polymer such as polyethylene glycol. The 
present invention also provides a pharmaceutical composition comprising such a 
conjugate. Methods of making the pharmaceutical composition and 
methods of using the pharmaceutical composition for treating diseases and 
coating implantable medical devices are also provided. 

LI ANSWER 6 OF 18 CA COPYRIGHT 2 006 ACS on STN 
AN 143:222473 CA 

AB Conjugates of epothilones and epothilone derivs . (as effectors) 

with biomols. (as recognition units) are disclosed. Production involves 
reaction of an effector mol . with a suitable linker mol . , followed by 
conjugation of the resulting product with a recognition mol., e.g. an 
antibody or antibody fragment. Also disclosed is the use of the 
conjugates of the invention for the treatment of proliferative or 
angiogenesis -associated processes . 

LI ANSWER 7 OF 18 CA COPYRIGHT 2006 ACS on STN 
AN 143:211944 CA 

AB Conjugates of epothilones and epothilone derivs. (as effectors) 

with suitable biomols. (as recognition units) are described. Their production 
is carried out by the effectors being reacted with suitable linkers, and 
the compds. that are produced are conjugated to the recognition units. 
The pharmaceutical use of conjugates for treating proliferative or 
angiogenesis -associated processes is described. An examples linker prepared is 
(2S, 5S) - [5- [2- [11- (2, 5-dioxo-2, 5-dihydropyrrol-l-yl) undecanoylamino] -3- 
phenylpropionylamino] -5-- ( 4 -hydroxymethylphenyl carbamoyl) pentyl] carbamic 
acid allyl ester. Effector-linker units and effector-linker recognition 
unit conjugates with antibodies were also prepared 



LI ANSWER 8 OF 18 CA COPYRIGHT 2006 ACS on STN 
AN 142:404292 CA 

AB In one embodiment, provided herein are compns . and methods for increasing 
drug efficiency. In certain embodiments, the compns. contain conjugates 
having the formula: D-L-S wherein D is a drug moiety; L, which may or may 
not be present, is a non-releasing linker moiety; and S is a substrate for 
a protein or lipid kinase that is overexpressed, overactive or exhibits 
undesired activity in a target system. 

LI ANSWER 9 OF 18 CA COPYRIGHT 2 006 ACS on STN 
AN 142:254652 CA 

AB The invention discloses a modified form of a prodrug. The prodrugs of the 
invention include a bulky group, a spacer, a structure cleavable in the 
circulation, and a therapeutic agent or a marker. The spacer allows or 
facilitates the cleavage of the cleavable structure. Preparation of 
PEG-peptide-doxorubicin conjugates is included. 

Ll ANSWER 10 OF 18 CA COPYRIGHT 2006 ACS on STN 
AN 142:92195 CA 

AB Antibodies, humanized antibodies, resurfaced antibodies, antibody 

fragments, derivatized antibodies, and conjugates of same with cytotoxic 
agents, which specifically bind to, and inhibit, insulin-like growth 
factor-I receptor, antagonize the effects of IGF-I, IGF-II and serum on 
the growth and survival of tumor cells, and which are substantially devoid 
of agonist activity. Said antibodies and fragments thereof may be used, 
optionally in conjunction with other therapeutic agents, in the treatment 
of tumors that express elevated levels of IGF-I receptor, such as breast 
cancer, colon cancer, lung cancer, ovarian carcinoma, synovial sarcoma, 
prostate cancer and pancreatic cancer, and said derivatized antibodies may 
be used in the diagnosis and imaging of tumors that express elevated 
levels of IGF-1 receptor. 

Ll ' ANSWER 11 OF 18 CA COPYRIGHT 2 006 ACS on STN 
AN 141:332039 CA 

AB Title compds. I [wherein Ar = substituted heteroaryl bearing at least one 
N02 or N3 group or (un) substituted 4 , 7-dioxo-3 -indolyl , fused 
1, 4-dioxo-2 , 5-cyclohexadien-2-yl with hetero/aryl ring; Rl, R2 = 
independently (un) substituted alk (en/yn) yl , aryl, C0R3 , or R1CR2 = 
(un) substituted heterocycloalkyl , carbocyclyl; L = (L')n; L» = -0C(:0)- or 
-OP(:0) (0R6)-; n = 0-1; X = 0, S, NR7 or a single bond; R3 = 0R4 , NR4R5; 
R4, R5, R6, R7 = independently H, alkyl; or where R3 = NR4R5, NR4R5 = 
heterocycloalkyl; Dr = a moiety such that DrXH = cytostatic compound; and 
their pharmaceutical^ acceptable salts] were prepared as prodrugs which 
released antiproliferative agents upon bioreductive activation. Ten 
synthetic examples and five biol. examples are given. Thus, reacting 
1-methyl-l- (5 -nitrothiophen-2 -yl) ethanol with combretastatin A4 in benzene 
in the presence of Bu3P/ADDP at 20° for 24 h gave II in 31% yield. 
II released combretastatin A4 at a G-value (number of mols . produced by 1 J 
of radiation energy) of 3.6»10-7 mol/J in the hypoxic environments of 
solid tumors. 

Ll ANSWER 12 OF 18 CA COPYRIGHT 2006 ACS on STN 
AN 141:38480 CA 

AB Conjugates of formula I [Rl, Rla, R2 , R2a, R3 , R4 . R4a = H, alkyl, aryl, 
arylalkyl; RlRla, R2R2a, R4R4a = alkylene; R5 = H, alkyl, aryl, 
(substituted) C02H, (substituted) CH20H, CN, etc.; R6R7 = H, bond, O, NH, 
alkyl-N, CH2; D-E = CH2CH2, CH=CH, C.tplbond.C, CH (OH) -CH (OH) , etc.; G = 
0, CH2; W = aromatic radical, CHO, etc.; Z = O, (substituted) OH; A-Y = O-CO, 
0-CH2, NH-CO, etc.; Ll, L2, L3 = H, COC1 , CSCl, (substituted) 
CO-O-phenoxy-saccharide, etc.] with epothilones and epothilone 
derivs. (as effectors) with suitable saccharides or saccharide derivs . (as 
recognition units) are described. Their production is carried out by the 
recognition units being reacted with suitable linkers, and the compds. 
that are produced are conjugated to the effectors. The pharmaceutical use 



of the conjugates for treating proliferative or angiogenesis-associated 
processes is described. Thus, II was prepared in several steps. 



LI ANSWER 13 OF 18 CA COPYRIGHT 2 0 06 ACS on STN 
AN 140:181251 CA 

AB Preparation of epothilone derivs . , such as I (R2 = alkyl, alkenyl, alkynyl, 
aryl, etc.; LI, L2 = carboxyl, carbamoyl, carbonic linking group with a 
terminal group, such as maleimido, suitable for forming a sulfide link 
with a bio. mol . ; L3 = heteroaryl, such as thiazol-4-yl; W = alkenylene 
linking group; or L3W = heteroaryl, such as benzothiazol-5-yl; X = 0, 
bond), as effectors linked with suitable biomols. as recognition units was 
described (no biol . testing data was presented). Production of the epothilone 
conjugates was carried out by the effectors being reacted with suitable 
linkers, and the compds . that were produced were conjugated to biomol . 
recognition units. These conjugates are claimed for use in the treatment 
of proliferative or angiogenesis-associated disease processes, such as 
tumors, inflammatory diseases, neurodegenerative diseases, such as 
multiple sclerosis and Alzheimer's disease, and rheumatoid arthritis. 
Thus, epothilone derivative II [LI = 3- (2 , 5-dioxo-2 , 5-dihydropyrrol-l-yl) -1- 
Pr, L2 = H] was prepared via a carbamoylation of silylated epothilone I (LI 
= H, L2 =s SiMe2CMe3) with 3 - (2 , 5 -dioxo-2 , 5-dihydropyrrol-l-yl) -1- 
propylisocyanate and subsequent desilylation. 

LI ANSWER 14 OF 18 CA COPYRIGHT 2006 ACS on STN 
AN 140:181250 CA 

AB Preparation of epothilone derivs., such as I (R2 = alkyl, alkenyl, alkynyl, 
aryl, etc.; LI, L2 = carboxyl, carbamoyl, carbonic linking group with a 
terminal group, such as maleimido, suitable for forming a sulfide link 
with a bio. mol.; L3 = heteroaryl, such as thiazol-4 -yl ; W = alkenylene 
linking group; or L3W = heteroaryl, such as benzothiazol-5-yl; X = O, 
bond), as effectors linked with suitable biomols. as recognition units was 
described (no biol. testing data was presented) . Production of the epothilone 
conjugates was carried out by the effectors being reacted with suitable 
linkers, and the compds. that were produced were conjugated to biomol. 
recognition units. These conjugates are claimed for use in the treatment 
of proliferative or angiogenesis-associated disease processes, such as 
tumors, inflammatory diseases, neurodegenerative diseases, such as 
multiple sclerosis and Alzheimer's disease, and rheumatoid arthritis. 
Thus, epothilone derivative II [LI = 3- (2 , 5 -dioxo-2 , 5-dihydropyrrol-l-yl) -1- 
Pr, L2 = H] was prepared via a carbamoylation of silylated epothilone I (LI 
= H, L2 = SiMe2CMe3) with 3 - (2 , 5 -dioxo-2 , 5-dihydropyrrol-l-yl) -1- 
propylisocyanate and subsequent desilylation. 

LI ANSWER 15 OF 18 CA COPYRIGHT 2006 ACS on STN 
AN 140:99617 CA 

AB Conjugates of peptides with drugs that are substrates of a tissue-specific 
proteinases that can be used to treat diseases associated with abnormal 
levels of the enzyme. The enzyme may be transmembrane serine proteinase, 
a urokinase, or an endotheliase . The conjugates are to be substrates for 
proteinases that may be cell- or tissue-specific. The drug moiety of the 
conjugate may be cytotoxic. The drug may be bound to the peptide 
by a labile linker that will eliminate itself after the preliminary 
hydrolysis . 

LI ANSWER 16 OF 18 CA COPYRIGHT 2 006 ACS on STN 
AN 137:274074 CA 

AB The invention provides a method for constructing a expression cassette 
that produce a polyanionic polymer that can be used as drug carriers to 
improve the bioactivity and water-solubility properties of a drug. The 
inventive method provides a monodispersed preparation of a recombinantly- 
produced polyanionic polymer that can be easily manipulated, such as 
lengthened. An active moiety may be chemical or recombinant ly joined to a 
polyanionic polymer to increase its biol. half -life and/or solubility The 
instant invention also provides a method for targeting the delivery of a 



polyanionic polymer conjugate or fusion protein to a specific 
cell type or tissue. 



LI ANSWER 17 OF 18 CA COPYRIGHT 2006 ACS on STN 
AN 134:56502 CA 

AB An enantioselective total synthesis of epothilones A and B using 

multifunctional asym. catalysis such as a cyanosilylation of an aldehyde, 
an aldol reaction of an unmodified ketone with an aldehyde, and a 
protonation in the conjugate addition of a thiol to an 
a,(3-unsatd. thioester has been achieved. Epothilones 

A and B were divided into fragment A (I) , fragment B (II) , and fragment C 
(III) . A catalytic asym. synthesis of fragments A and B was accomplished 
using a catalytic asym. cyanosilylation as a key step. An 
enantiocontrolled synthesis of fragment C was achieved in two ways. One 
is the use of a direct catalytic asym. aldol reaction of an unmodified 
ketone with an aldehyde as a key step, and the other utilizes a catalytic 
asym. protonation in the conjugate addition of a thiol to an 
a,p-unsatd. thioester as a key step. Suzuki cross-coupling of 
fragment A with fragment C followed by Yamaguchi lactonization as key 
steps led to an enantiocontrolled synthesis of epothilone A. On the other 
hand, Suzuki cross-coupling of fragment B with fragment C followed by 
Yamaguchi lactonization accomplished an enantiocontrolled synthesis of 
epothilone B. 

LI ANSWER 18 OF 18 CA COPYRIGHT 2 006 ACS on STN 
AN 132:262172 CA 

AB Neoangiogenesis markers (i.e. antibodies or receptors for e.g. vascular 
endothelial growth factor, placenta growth factor, acidic or basic FGF, 
transforming growth factor a or p, hepatocyte growth factor, 
insulin-like growth factor I, glycoprotein B61, protein LERK-1, flk-1 
receptor, etc.) or partial sequences thereof and antiangiogenic compds . 
and factors such as paclitaxel, endostatin, fibronectin peptide, and 
fumagillin are conjugated with active agents such as chemotherapeutic 
agents , radiosensit izers , photosensitizers , antibodies , oligonucleotides , 
radioactive metal complexes, etc., which may be bound to carriers, for 
treatment of tumors. Likewise, neoangiogenesis markers may be conjugated 
to diagnostic agents such as MRI , radiog., ultrasound, or near-IR contrast 
agents for tumor diagnosis. Thus, N' ,N' ,N' • 1 ,N' ' » -tetrakis (tert- 
butoxycarboxymethyl) -N 1 ' - (hydroxycarboxymethyl) diethylenetriamine was 
converted to its N-hydroxysuccinimide ester, coupled to a Thy-1 antibody, 
complexed with 186Re, and injected i.v. into rabbits for detection of 
implanted VX2 tumors by scintigraphy with a gamma camera. 



